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DETAILED ACT|ON 
Specification 

1 . The objection to the disclosure is withdrawn in view of the amendment. 

Claim Rejections - 35 USC §112- second paragraph 

2. The rejection of claims 39, 40 and 1 18-126 under 35 U.S.C. 1 12, second 
paragraph, is withdrawn in view of the amendment. 

Ciaim Rejections - 35 USC §112 

3. The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

4. Claims 39, 40 and 1 19-125 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. 

As MPEP 2163.06 notes " If new matter is added to the claims, the examiner 
should reject the claims under 35 U.S.C. 112, first paragraph - written description 
requirement. In re Rasmussen , 650 F,2d 1212. 211 USPQ 323 (CCPA 1981)." 

The amendment to claims 39 and 40 changing "302" to "303" represents new 
matter. There was no basis in the specification (which has been amended to be 
consistent with the new matter, but which had no previous basis for the new matter. 
Applicant argues that the change is based upon an "obvious error". Applicant attempts 
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to rely, in part, upon the attempt by the examiner to perform compact prosecution to 
support that the error is "obvoius.. 

The legal standard for obvious errors, based on the MPEP 2163.07(11) and In re 
Oda is that "An amendment to correct an obvious error does not constitute new matter 
where one skilled in the art would not only recognize the existence of error in the 
specification, but also the appropriate correction. In re Oda, 443 F.2d 1200, 170 USPQ 
268 (CCPA 1 971 )." So two elements are necessary to correct the error, (1 ) the 
determination that the skilled practitioner would recognize the existence of error and (2) 
the determination that the skilled practitioner would recognize the appropriate 
correction. The cited case. In re Oda . states (see page 271 , bottom of page to page 
272) "Running through the foregoing discussion of the law is the clear and basic 
concept that the invention described in the original patent must not be changed. We 
note, first of all, that that is not a problem in this case. The invention before us, as 
defined in the claims, consists of three specific chemical compounds, there is no 
change proposed in the claims are in the description of the claimed compounds in the 
specification, there is no deviation whatever with respect to the invention." 

From this discussion it is clear that when the invention (which is the claims) is at 
issue, it cannot be changed. In particular, the Oda court makes it clear that if the 
chemical compounds in the claims or specification were changed, this would be new 
matter. In Oda, the change was in how to make the chemical compounds and at page 
272, it is clear that there were four independent bases to support an identification of the 
subject matter at issue. 
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The first part of the test is not met here because it was not clear that there was 
an error. This is evidenced by the 102(b) rejection over Genbank Accession No. 
V00662 which presumed that the base at position 302 represented a base that was 
already missing. This represented one reasonable interpretation of the claim. 
Consequently, there is no expectation that a skilled practitioner would have recognized 
the existence of an error. Second, the appropriate correction is even more speculative. 
It would only be by using information outside of the specification, information that is new 
matter, that one could determine that the sequence should have a deletion at position 
303, and not represent an already deleted sequence, or a deletion at position 304, or a 
deletion at position 299, or a deletion at 31 1 . For the second factor, even if the 
practitioner recognized that the sequence was flawed in some way, without exogenous 
information, the skilled practitioner would not be able to recognize the appropriate 
correction. Consequently, the error made in this application is not an obvious error, and 
the change which Applicant makes in the current claim set changes "the invention" in a 
way that the Court in In re Oda indicated would be new matter. 

Specification 

5. The amendment filed February 13, 2007 is objected to under 35 U.S.C. 132(a) 
because it introduces new matter into the disclosure. 35 U.S.C. 132(a) states that no 
amendment shall introduce new matter into the disclosure of the invention. The added 
material which is not supported by the original disclosure is as follows: The alterations 
which change the deletion from "302" to "303" represent new matter as discussed 
above. 
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Applicant is required to cancel the new matter in the reply to this Office Action. 

Claim Interpretation 

6. Applicant argues that the tenn "oligonucleotide probe" must be limited to 
oligonucletoides in a range from 15 to 80 nucleotides based upon the citation of certain 
prior art references. This argument is easily rebutted by a review of patent applications 
which clearly use the term "oligonucleotide probe" to encompass sequences larger than 
the 71 5 nucleotides of Genbank Accession No. U 25391 . For example, Lockhart et al 
(U.S. Patent 6,344,316) states "It is also recognized that the oligonucleotide probes can 
be relatively long, ranging in length up to about 1000 nucleotides (see column 20, lines 
21-23)." Graham et al (U.S. Patent 6,379,943) notes 'The detection oligonucleotide 
probes range In size between 10-1,000 bases (see column 13, lines 25-26)." In concord 
is Greenfield et al (U.S. Pub 2004/0023220) who notes "Generally, an oligonucleotide 
probe is less than about 1000 nucleotides In length (see paragraph 0060)." Yoshlma 
(U.S. Patent 6,485,936) even discusses larger oligonucleotide probes, noting "The 
length of the oligonucleotide probe Is usually 8 to 2000 bases (see column 8, lines 2-3)." 

Therefore, a reasonable interpretation of the phrase "oligonucleotide probe" in 
light of the usage in patents and patent applications of the phrase would encompass the 
715 nucleotide sequence of U25391 as an oligonucleotide probe. 

Claim Rejections - 35 USC § 102 

7. The following Is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
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(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

8. The rejection of claims 39, 40 and 1 18-126 under 35 U.S.C. 102(b) as being 
anticipated by Genbank Accession No. V00662 (1992) is withdrawn in view of the 
amendment. 

9. The rejection of claims 39 and 40 under 35 U.S.C. 102(b) as being anticipated by 
Brennan et al (U.S. Patent 5,474,796) Is withdrawn in view of the amendment. 

1 0. Claims 39. 40 and 1 1 9-1 25 are rejected under 35 U.S.C. 1 02(b) as being 
anticipated by Genbank Accession No. U25391 (1995). 

This rejection relies upon the interpretation that SEQ ID NO: 1 lacks the deletion 
of the "C" base, and therefore only a run of 6 C bases is present. The run of 6 C bases 
is underlined. The query is Genbank Accession No. U25391 and the Sbjct is SEQ ID 
NO: 1. 

Genbank Accession No U25391 teaches a sequence which has a deletion of a C 
relative to SEQ ID NO: 1 after position 302. and comprises 52 contiguous 
nucleotides Identical to the delta 302 C deletion of SEO ID NO: 1 as shown in the 
alignment below. 

Query CTTTCCACACA 599 

lllllllllll 

Sbjct CTTTCCACACA 274 

Query 600 GACATCATAACAAAAAATTTCCACCAAA CCCCCCTCCCCC 

lllllillllllllllllllllllllli lllllllillll 

Sb j ct 275 GACATCATAACAAAAAATTTCCACCAAACCCCCCCTCCCCC 
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With regard to claims 29, 40 and 1 18-126, the sequence of Qenbank Accession 
No. U25391 comprises more than 30 contiguous nucleotides of the mitochondrial 
genome identical to the delta 302 C deletion of SEQ ID NO: 1 as shown in the 
alignment above 

11. Claims 39, 40 and 1 19-124 are rejected under 35 U.S.C. 102(b) as being 
anticipated by NEB catalog (1998/1999), pp. 121, 284. 

The NEB catalog offered for sale a random primer mix of both 12 and 24 
nucleotide primers. As the calculation below shows, about 3.2 x 10° molecules of every 
12-mer and about 9 molecules of every single 24 mer are present in each tube of the 
12 and 24 nucleotide mixtures, respectively. 

a. Molecular weight of 12-mer : 

1 2 X 325 daltons/nucleotide = 3,900 daltons = 3,900 g/mol 

b. Total number of possible 12-mers: 
4^^ = 1.6x10^ molecules 

c. How many molecules of 12-mer in a vial sold by NEB : 
1 A260 unit = 33 mg = 3.3 X 10-^ g 

3.3 X 10'® g + 3,900 g/mol = 8.4 x 10 ® mol 

(8.4 x 10"® mol) X (6.02 x 10^^ molecules/mol) = 5x10^^ molecules 


d. 


How many molecules of each 12-mer in a single vial : 
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5 xlO^® molecules -5-1.6 x 10^ molecules = 3.2 x 10® molecules of each 12-mer 
per vial 

e. Molecular weight of 24-mer : 

24 X 325 daltons/nucleotide = 7,800 daltons = 7,800 g/mol 

f. Total number of possible 24-mers: 
42^ = 2.8x10^* molecules 

g. How many molecules of 24-mer in a vial sold bv NEB : 
1 A260 unit = 33 mg = 3.3 X 10-* g 

3.3x10'^g ^7,800 g/mol = 4.2 X 10-^ mol 

(4.2 X 10'^ mol) X (6.02 x 10^^ molecules/mol) = 2.5 x 10^^ molecules 

h. How many molecules of each 24-mer in a sinole vial : 
2.5 xlO^* molecules -s- 2.8 x 10^* molecules = 9 molecules/ylal 

With regard to claims 119-124, the NEB catalog vials will inherently and 
necessarily contain 24 nucleotides probes which comprise the claimed sequences. In 
the current situation, wherein the probe simply needs to overlap position 303, there are 
actually 47 different 24-mers which would overlap position 303, so there should be 47 x 
9 or 423 24-mer molecules in the tubes sold by NEB in the 1998 catalog. 
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Response to Arguments 

12, Applicant's arguments filed February 13, 2007 have been fully considered but 
they are not persuasive. 
New Matter 

Applicant first argues, preemptively, the new matter rejection. Applicant argues 
that the correction represents correction of an obvious error. As discussed in the 
rejection, the legal standard for obvious errors, based on the MPEP 2163.07(11) and in 
re Oda is that "An amendment to correct an obvious error does not constitute new 
matter where one skilled in the art would not only recognize the existence of error in the 
specification, but also the appropriate correction. In re Oda, 443 F.2d 1200, 170 USPQ 
268 (CCPA 1 971 )." So two elements are necessary to correct the error, (1 ) the 
determination that the skilled practitioner would recognize the existence of error and (2) 
the determination that the skilled practitioner would recognize the appropriate 
correction. The cited case. In re Oda . states (see page 271 , bottom of page to page 
272) "Running through the foregoing discussion of the law is the clear and basic 
concept that the invention described in the original patent must not be changed. We 
note, first of all, that that is not a problem in this case. The invention before us, as 
defined in the claims, consists of three specific chemical compounds, there is no 
change proposed in the claims are in the description of the claimed compounds in the 
specification, there is no deviation whatever with respect to the invention." 

From this discussion it is clear that when the invention (which is the claims) is at 
issue, it cannot be changed. In particular, the Oda court makes it clear that if the 
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chemical compounds in the claims or specification were changed, this would be new 
matter. In Oda, the change was in how to make the chemical compounds and at page 
272, it is clear that there were four independent bases to support an identification of the 
subject matter at issue. 

The first part of the test is not met here because it was not clear that there was 
an error. This is evidenced by the 102(b) rejection over Genbank Accession No. 
V00662 which presumed that the base at position 302 represented a base that was 
already missing. This represented one reasonable interpretation of the claim. 
Consequently, there is no expectation that a skilled practitioner would have recognized 
the existence of an error. Second, the appropriate correction is even more speculative. 
It would only be by using information outside of the specification, information that is new 
matter, that one could determine that the sequence should have a deletion at position 
303, and not represent an already deleted sequence, or a deletion at position 304, or a 
deletion at position 299, or a deletion at 31 1 . For the second factor, even if the 
practitioner recognized that the sequence was flawed in some way, without exogenous 
information, the skilled practitioner would not be able to recognize the appropriate 
correction. Consequently, the error made in this application is not an obvious error, and 
the change which Applicant makes in the current claim set changes 'the invention" in a 
way that the Court in In re Oda indicated would be new matter. 
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102(b) refection over Genbank Accession No, U25391 

Applicant argues that the probe size of U25391 is too large to be considered an 
oligonucleotide probe. This is an issue of claim interpretation. The Federal Circuit 
discussed claim interpretation by the PTO in In re Morris , where the Federal Circuit 
noted "[A]s an initial matter, the PTO applies to the verbiage of the proposed claims the 
broadest reasonable meaning of the words in their ordinary usage as they would be 
understood by one of ordinary skill in the art, taking into account whatever 
enlightenment by way of definitions or othenA/ise that may be afforded by the written 
description contained in the applicant's specification." In re Morris . 44 USPQ2d 1023, 
1029 (Fed. Cir. 1997). In In re American Academy of Science Tech Center, 70 
USPQ2d 1827, 1834 (Fed. Cir. 2004), the Federal Circuit noted *We have cautioned 
against reading limitations into a claim from the preferred embodiment described in the 
specification, even if it is the only embodiment described, absent clear disclaimer in the 
specification." 

Here, applicant cites to several works in the literature which discuss 
oligonucleotide probes in the range of 15 to 80 nucleotides. However, this evidence is 
directly rebutted in the claim interpretation section by four patents, which clearly indicate 
that the skilled practitioner recognizes that oligonucleotide probes can be as large as, at 
least, 2000 nucleotides. 

Patents and applications, of skilled and inventive practitioners, routinely use the 
term "oligonucleotide probe" to encompass sequences larger than the 715 nucleotides 
of Genbank Accession No. U 25391 . For example, Lockhart et al (U.S. Patent 
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6,344,316) states "It is also recognized that the oligonucleotide probes can be relatively 
long, ranging in length up to about 1000 nucleotides (see column 20, lines 21-23)." 
Graham et a! (U.S. Patent 6,379,943) notes "The detection oligonucleotide probes 
range in size between 10-1 ,000 bases (see column 13, lines 25-26)." In concord is 
Greenfield et al (U.S. Pub 2004/0023220) who notes "Generally, an oligonucleotide 
probe is less than about 1000 nucleotides in length (see paragraph 0060)." Yoshima 
(U.S. Patent 6,485,936) even discusses larger oligonucleotide probes, noting "The 
length of the oligonucleotide probe is usually 8 to 2000 bases (see column 8, lines 2-3)." 

Therefore, a reasonable interpretation of the phrase "oligonucleotide probe" in 
light of the usage in patents and patent applications of the phrase would encompass the 
715 nucleotide sequence of U25391 as an oligonucleotide probe. 

Conclusion 

1 3. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this OfHce action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
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extension fee pursuant to 37 CFR 1,1 36(a) will be calculated from the mailing date of 


than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jeffrey Fredman whose telephone number is (571 )272- 
0742. The examiner can normally be reached on 6:30-3:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (571 )272-0782. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 


the advisory action. In no event, however, will the statutory period for reply expire later 


Jeffrey Fredman 
Primary Examiner 
ArtUnit,1637 




